The aim of the study is commendable and all possible efforts from academic society to prove the urgent need for greater investments in prevention policies and programs and cost-effective modalities of treatment for alcohol dependence are valid so that the effects of this disease on society would be the smallest as possible.
The research design could be considered appropriate to respond to the main research question. I suggest that the authors rewrite, more clearly and objectively, what they call "excess costs". Some important limitations on data collection and data analysis had a negative influence on results and consequent conclusions. My suggestions of adjustments are:
1. To objectively describe in item 2.3 what the authors called "excess costs" and how it was estimated, because only in Results it is possible to comprehend, by deduction, how it was done.
2. The item 5 of CHEERS checklist has not been totally contemplated. The authors could describe better the research setting and location. I suggest a brief explanation about the Health Care Network for Alcohol Dependents in Germany and how the Psychiatric University clinics are articulated into this network. This brief explanation could contemplate: 1) why treatment at these four Psychiatric University clinics are more expensive than at others inpatient services in the country (what are these others?), as authors have affirmed; 2) what are the funding sources of these university clinics; 3) what is the average time of patient' stay in these university inpatient units and what procedures are performed with patients in this period.
3. The item 13 of CHEERS checklist has not been totally contemplated. In item 2.3, I suggest the authors to rewrite in a more objective way the description of what were considered direct and indirect costs, and keep the detailed description of how cost data were collected and analyzed.
4. Considering that CSSRI has an exclusive section for data collection regarding consumption of medications, and that the questionnaire was applied with both study' groups, why medication costs were not included on the direct cost estimation? I suggest authors to include these costs or to better explain the reasons for not including them.
5. As this study was conducted from societal perspective, I believe that data on indirect costs would be more realistic and significant if unemployment costs were included. I suggest the inclusion of unemployment costs in the indirect cost estimation by considering the great difference found regarding unemployment rate between the two groups studied (much higher in the AD group), as showed in Table 1 . There are different ways to estimate the unemployment costs applying the human capital approach, especially when unemployment rates had already been collected. Without the inclusion of this cost component, the total cost of AD for society is underestimated. Another issue is that, the higher the unemployment, the lower the cost of absenteeism, for logical reasons. That is, without the inclusion of the unemployment costs, the indirect costs estimation, in the current form, is distorted between short, medium and long AD groups, as showed in Table 4. 6. Considerations about the item 22 of CHEERS checklist: the discussion need improvements regarding the correlations between the results and current knowledge/literature. For instance, at page 12, on the second paragraph, there is no mention of any other study that had based the statements made. The covered topics are interesting and necessary, but the statements should be cautious so that errors of generalizations do not occur. I suggest reviewing this entire session for improvements on how study results and current knowledge support the proposed statements and discussions.
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GENERAL COMMENTS
Alcohol dependence excess costs are very relevant in order to know the magnitude of the problem that alcohol represents for our society and to evaluate if treatment is costs-effective. There are very few studies in the literature that address this problem using a bottom-up approach. This study is very interesting despite some important limitations.
The results of this study are very interesting. However, there are some aspects that should be improved.
Abstract: I would suggest to the authors to rewrite the abstract. In general it is very difficult to understand how the study has been done reading the abstract.
Instead of using excessive alcohol use it would be better to use the word heavy alcohol use, because it is defined by the WHO. In the aim it should be explained with whom the analysis are compared.
In the design the authors should explain that the study is retrospective and that they have checked the costs during the six month previous to the interview. The datasets are not the design but the instruments or the procedure how data was analysed. I don't understand the relationship between what is written in the intervention with this study. In the abstract it should be specified the criteria used for alcohol dependence.
Introduction:
Give the reference for the explanation for direct and indirect costs. Recently, it has been published a bottom-up study which include information on alcohol users (See Miquel L et al European journal of public health 2018).
Methods:
Please include the number of register of this study. Please specify that the data analysed was retrospectively collected. Specify criteria for addiction severity. Please explain how the diagnosis of AD was done. Authors should explain which criteria have used for defining heavy alcohol use over time and how the authors calculate them. It seems that they use AD and heavy alcohol use as synonyms. It should be justified.
Results:
The results section is a bit hard to read. It would be grateful if the authors reviewed the wording of the results to make them more readable. As they are written now, it is difficult to have a clear picture of the most relevant ones. When authors say "all excess costs were statistically significant except for outpatient treatment by…." Line 36-40 page 10. I think that what is statistically significant are the differences between AD costs compared with General population costs.
In line 22 page 12 the authors say that "compared to other patients with AD health care utilization are high" Which patients do you refer? I think that authors explain this part in the discussion section which is good. If there are other AD patients that are not from the MATE-LOC trial please explain.
Discussion:
In my opinion a limit that is not explained it is the fact that alcohol consumption from the telephone survey it is not described. How authors explain differences between excess costs in the total sample and those participants without mental or comorbidities. Are there any differences between male and female individuals? Age has an important effect on health care costs.
Be careful with some grammatical mistakes. I am not English native speaker but I have seen some. 
REVIEWER

Introduction:
It is well written and organized. Research Design, Methods, Results and Discussion:
The aim of the study is commendable and all possible efforts from academic society to prove the urgent need for greater investments in prevention policies and programs and costeffective modalities of treatment for alcohol dependence are valid so that the effects of this disease on society would be the smallest as possible.
1.
To objectively describe in item 2.3 what the authors called "excess costs" and how it was We have added a paragraph to section 2.4. "Health service use and costs" to define "excess costs" (page 8): We discussed inpatient costs for psychiatric stays might be overestimated due to the specific characteristics of the study population. Patients were younger and more often male compared to the average German patient with AD. Both, gender and age are risk factors for costs. However, we were not willing to state that costs for treatment are higher at university clinics in general. Actually, they are the same compared to other inpatient services in Germany. To clarify this, we have included more details about the study design, in particular about the recruitment of patients, which to our opinion might explain higher psychiatric costs into the discussion (page 14): ." 4. Considering that CSSRI has an exclusive section for data collection regarding consumption of medications, and that the questionnaire was applied with both study' groups, why medication costs were not included It is correct, that both datasets evaluated health care utilization by the CSSRI adapted to the specific study settings. Therefore, medication costs were not included in the telephone survey for individuals without AD, because a serious recall on the direct cost estimation? I suggest authors to include these costs or to better explain the reasons for not including them.
bias for medication intake surveyed by telephone was expected. We specified this in section 2.4 "Health services use and costs" (page 9):
"Unfortunately, data on medication costs were not available for individuals without AD assessed by the telephone survey, because a serious recall bias for medication intake surveyed by telephone was expected. Therefore, it was not possible to calculate medication excess costs.Costs of medication were not available for individuals without AD and therefore were not included in the analyses. " 5. As this study was conducted from societal perspective, I believe that data on indirect costs would be more realistic and significant if unemployment costs were included. I suggest the inclusion of unemployment costs in the indirect cost estimation by considering the great difference found regarding unemployment rate between the two groups studied (much higher in the AD group), as showed in Table 1 . There are different ways to estimate the unemployment costs applying the human capital approach, especially when unemployment rates had already been collected. Without the inclusion of this cost component, the total cost of AD for society is underestimated. Another issue is that, the higher the unemployment, the lower the cost of absenteeism, for logical reasons. That is, without the inclusion of the unemployment costs, the indirect costs estimation, in the current form, is distorted between short, medium and long AD groups, as showed in Table 4 .
We have recalculated the results of our economic analyses including unemployment costs as indirect costs. As we balanced for unemployment using Entropy balancing in former analyses, we had to recalculate all results, which now slightly differ for direct costs but without any change of interpretation. Indirect costs are much higher now, as expected. We have corrected the values throughout the manuscript and adapted interpretations if necessary.
6. Considerations about the item 22 of CHEERS checklist: the discussion need improvements regarding the correlations between the results and current knowledge/literature. For instance, at page 12, on the second paragraph, there is no mention of any other study that had based the statements made. The covered topics are interesting and necessary, but the statements should be cautious so that errors of generalizations do not occur. I suggest reviewing this entire session for improvements on how study results and current knowledge support the proposed statements and discussions.
Thank you for your advice. We have reviewed the discussion and added literature references. Two paragraphs were restructured, so that we hope to have explained the correlation to the current knowledge/literature now.
Page 14:
Direct excess costs found in our study (€4,349) Alcohol dependence excess costs are very relevant in order to know the magnitude of the problem that alcohol represents for our society and to evaluate if treatment is costs-effective. There are very few studies in the literature that address this problem using a bottom-up approach. This study is very interesting despite some important limitations. The results of this study are very interesting. However, there are some aspects that should be improved.
Abstract: I would suggest to the authors to rewrite the Thank you for this advises. We have rewritten the abstract and included your suggestions.
abstract. In general it is very difficult to understand how the study has been done reading the abstract. Instead of using excessive alcohol use it would be better to use the word heavy alcohol use, because it is defined by the WHO. In the aim it should be explained with whom the analysis are compared.
In the design the authors should explain that the study is retrospective and that they have checked the costs during the six month previous to the interview. The datasets are not the design but the instruments or the procedure how data was analysed. I don't understand the relationship between what is written in the intervention with this study. In the abstract it should be specified the criteria used for alcohol dependence. Introduction: Give the reference for the explanation for direct and indirect costs. We have included the number of register in the abstract as well as in the method section "2.1 Study population with alcohol dependence in inpatient withdrawal treatment" by the sentence (page 6)
"The trial was registered by the German Clinical Trails Register (DRS00005035)."
Please specify that the data analysed was retrospectively collected.
We included a statement, that data was retrospectively collected for six month in the same section as well as the section "2.1 Study population with alcohol dependence in inpatient withdrawal treatment" by the sentences (page 6): We used the MATE questionnaire to derive the severity of AD, which is based on the ICE, ICF and WHO classification system. Thereby, patients were ask about their lifetime duration of heavy alcohol use. Thus, the duration of heavy alcohol use differs from the duration of AD. To clarify this, we added the following sentences in section 2.1 "Study population with alcohol dependence in inpatient withdrawal treatment" (page 7): 
"Data on patients with AD were taken from baseline interviews of patients included in a randomized clinical trial (MATE-LOC) evaluating the effect of assessment-based recommendations
"
Results:
We have reviewed the wording of results section and hope that it is more readable now.
As suggested by Reviewer 1 we have given more references and tried to explain correlations to the current knowledge/literature. Therefore, we have more precisely described the comparison in the discussion (page 14): Discussion: In my opinion a limit that is not explained it is the fact that alcohol consumption from the telephone survey it is not described.
We agree with the reviewer. We are aware that no "hard" diagnosis of AD was made by the telephone survey and that the self-disclosure of data and excluding all patients with any addiction disorder might lead to a bias of excess costs. We now have discussed this important issue by including the following sentences in the section "4. How authors explain differences between excess costs in the total sample and those participants without mental or comorbidities.
Indeed participants without mental or comorbidities were more often male compared to patients included in the main analysis. However differences in age were not observed. To clarify this that gender differences might be responsible for differences in excess costs we included the following sentences in the discussion (page 15):
"Patients with AD and without any comorbidity had slightly higher excess costs compared to patients included in the main analysis. As patients with AD and without any comorbidity were all male and costs for male patients with AD are known to be higher compared to female 43 , cost differences could be explained by gender differences. "
Are there any differences between male and female individuals? Age has an important effect on health care costs.
Indeed female individuals were on average two years older than male individuals were. However, in particular indirect costs due to unemployment differ between gender groups, thus rather the employment rate could explain differences than the age. We discussed this interesting issue and adapted the discussion (page 14/15):
"Additional analyses revealed men having higher direct and indirect excess costs than women, which is in line with results of the literature 11-13 18 . Gender differences in excess costs in our results were caused by the differences in indirect costs due to absenteeism and unemployment (€7,164 vs. €6,621) . Men were more often unemployed and, if employed, were more often absent from work. Direct costs were similar for both groups (€4,165 vs. €4,284 Thank you for this advice. We have send the manuscript to a native English speaker to correct grammatical and spelling mistakes. Reviewer: 3 Reviewer Name: Benjamin Hansen This paper addresses a fundamentally interesting question, the costs of alcohol abuse.
We agree with the reviewer that comorbidities, especially depression, will lead to high costs for It attempts to estimate to estimate the cost of alcohol dependence by comparing participants from a randomized medical study with the broader population, it does not address several fundamental challenges. Table 1 ). We included physical and psychiatric/neurological comorbidities, which included depression as well. Therefore, differences in costs due to depression between patients with AD and individuals without AD were balanced by using Entropy balancing. In some way you could say, we made the results of excess costs "independent" form comorbidities, thus excess costs in our article present costs which are solely due to AD (and not influenced by other comorbidities). The definition of "excess costs" is now included into the method section as suggested by reviewer 1 by the following sentences (page 8): If I go to substance abuse treatment, do I not miss work for a couple of weeks or months? Does this not cost financial resources to go to treatment. Are the outcomes that you are measuring pretreatment characteristics or post treatment?
We aimed at analysing the effect of alcohol dependence on absenteeism not including the treatment effect. Therefore, only pre-treatment baseline-data of an RCT of patients with AD was analysed and compared with data of individuals without AD.
We clarified this by including a statement, that data was retrospectively collected for six month in the section "2.1 Study population with alcohol dependence in inpatient withdrawal treatment" by the sentences (page 6):
"Data on patients with AD were taken from baseline interviews of patients included in a randomized clinical trial (MATE-LOC) Theoretically, it would be possible to measure the effect of treatment on costs and examined whether this could close the gap in costs between patients with AD and individuals without AD. However, aim of our study was to examine excess costs.
5. Alcohol dependence itself is likely highly heterogeneous. By looking at those who have sought or been ordering to seek treatment, is that not the worse case scenario? As such, should we view your estimates as lower bounds or upper bounds?
As suggested by reviewer 1 we have added some sentences to clarify why we believe included patients might be affected more strongly by AD than other AD patients, thus results might represent a worse case scenario. Furthermore, we adapted the discussion to clarify this (page 14):
"These differences could be explained by differences in the recruitment of samples, as our sample was recruited in psychiatric university hospitals whereas Manthey et al. 18 Thus, compared to other patients with AD, costs might be overestimated." 6. Do we have any sense whether those who took the survey are deferentially likely to lie on a survey? Part of the focus of alcohol recovery programs in the United States is honesty. If those answering the questions from the random population lie more often about being absent from work or their finances, can we trust this approach? Can we get a sense of how honest they are being from other smaller questions we might be able to verify about them?
Unfortunately, no questions were included to evaluate the honesty of the participants. We now discuss this in the section "4. 
